The aim of this study was to compare the treatment response, survival, liver function, and adverse event incidence of drug-eluting bead transcatheter arterial chemoembolization using CalliSpheres microspheres with conventional transcatheter arterial chemoembolization in patients with hepatocellular carcinoma. Seventy-three patients with hepatocellular carcinoma who received drug-eluting bead transcatheter arterial chemoembolization (using CalliSpheres microspheres) or conventional transcatheter arterial chemoembolization treatment were consecutively enrolled. Treatment response was assessed by modified Response Evaluation Criteria in Solid Tumors at month 1/month 3/month 6; posttreatment, liver function indexes, and adverse events were recorded. Progression-free survival and overall survival were also calculated. Objective response rate of patients at months 1, 3, and 6, disease control rate of patients and objective response rate of nodules at month 3 were increased in drug-eluting bead transcatheter arterial chemoembolization group compared with conventional transcatheter arterial chemoembolization group. In addition, drug-eluting bead transcatheter arterial chemoembolization using CalliSpheres microspheres was an independent factor for predicting better objective response rate at month 1. Patients in drug-eluting bead transcatheter arterial chemoembolization group achieved longer progression-free survival and similar overall survival compared to those in conventional transcatheter arterial chemoembolization group; Cox proportional hazards regression model analyses revealed that drug-eluting bead transcatheter arterial chemoembolization using CalliSpheres microspheres was associated with better progression-free survival while it did not affect overall survival. Meanwhile, most of the occurrences of abnormal liver function indexes were similar between 2 groups, whereas drug-eluting bead transcatheter arterial chemoembolization group had a higher percentage of patients with total bile acid !2 upper limit of normal compared to conventional transcatheter arterial chemoembolization group at month 1. Moreover, the adverse event incidences between 2 groups were similar. In conclusion, drug-eluting bead transcatheter arterial chemoembolization using CalliSpheres microspheres achieves better treatment response and progression-free survival while equal safety compared to conventional transcatheter arterial chemoembolization in patients with hepatocellular carcinoma.
Introduction
Hepatocellular carcinoma (HCC), the sixth most commonly diagnosed cancer and the third leading cause of cancer death worldwide, is among the most dangerous cancers. 1 Approximately 1% of deaths all around the world is related to HCC each year, of which about 50% are Chinese. 2, 3 Current curative therapies including surgical resection, radiofrequency ablation, and liver transplantation contribute to great survival improvements for patients with early-stage HCC, while for patients with intermediate-and advanced-stage HCC who account for the majority of newly diagnosed patients, the survival remains unsatisfactory. 4, 5 Transcatheter arterial chemoembolization (TACE) is a minimally invasive procedure that directly releases chemotherapy drug to tumor tissues with drug carriers and embolizes blood supply of tumor tissues with embolization agents. 6, 7 The TACE is widely used as first-line therapy in patients with intermediate-stage HCC, which provides favorable treatment response and prolongs progression-free survival (PFS) as well as overall survival (OS) in patients with HCC. 8, 9 As a novel TACE technique, drug-eluting bead TACE (DEB-TACE) contributes to better treatment response while less systemic drug toxicity compared to conventional TACE (cTACE). 10 CalliSpheres microspheres (CSM), the first microsphere product that is independently researched and developed in China, was launched in 2015. 11, 12 The CSM not only loads several kinds of chemotherapeutic drugs such as doxorubicin, epirubicin, pirarubicin, gemcitabine, oxaliplatin, and irinotecan but also presents with a lot of outstanding features including high drug-loading efficiency and stable releasing profiles; besides, there are various sized CSM available (ranging from 100 to 1200 mm) in clinical practices to fully meet the needs. 11, 12 These great properties of CSM make DEB-TACE using CSM a promising therapeutic option in treating patients with HCC. Although a few studies find that patients with HCC treated by DEB-TACE using other microspheres illuminate better efficacy and safety compared with cTACE, the difference of efficacy and safety between DEB-TACE using CSM and cTACE is still unclear, in particular, no study compares the survival benefit of DEB-TACE using CSM with cTACE in patients with HCC. [13] [14] [15] Therefore, the aim of the current study was to compare treatment response, survival, liver function, and incidence of adverse events in patients with HCC treated by DEB-TACE using CSM with patients treated by cTACE.
Materials and Methods

Patients
This study was a retrospective cohort study approved by Ethics Committee of Hunan Provincial People's Hospital with approval no. 2017-09, and the written informed consents were obtained from all patients or their statutory guardians. A total of 73 patients with HCC who received DEB-TACE using CSM or cTACE treatment at Hunan Provincial People's Hospital between March 6, 2015 , and September 1, 2017, were consecutively analyzed in the present study. The inclusion criteria include (1) diagnosed as primary HCC confirmed by clinical and pathological findings according to American Association for the Study of the Liver Diseases guidelines; (2) age !18 years old; (3) underwent DEB-TACE using CSM or cTACE treatment; and (4) medical records were complete and available. The patients were excluded if (1) they had a history of malignancies other than HCC; (2) they had severe complications; (3) they converted treatment between cTACE and DEB-TACE within 6 months; and (4) they lost follow-up without any follow-up records. In total, there were 36 patients who received DEB-TACE treatment being assigned to DEB-TACE group, and another 37 patients who received cTACE treatment were assigned to cTACE group, respectively. markers (a-fetoprotein, carcinoembryonic antigen [CEA] , and carbohydrate antigen199 [CA199]), and previous treatments (cTACE, surgery, systematic chemotherapy, radiofrequency ablation, and targeted therapy).
Preoperative Treatments and Preparations
Routine treatments were performed before DEB-TACE or cTACE operation, which included analgesic treatment using pethidine and anti-infection treatments. For DEB-TACE, the CSM (Jiangsu Hengrui Medicine Co, Ltd, Jiangsu Province, China) with diameters of 100 to 300 mm or 300 to 500 mm were used as carriers and embolization agents. And the CSM were loaded with pirarubicin (60 or 80 mg, 20 mg/mL; Shenzhen Main Luck Pharmaceuticals Inc, Guangdong Province, China) and mixed with high concentration contrast agent as 1:1, 1:1.1, or 1:1.2 ratio. As for the cTACE, the chemotherapy drug solution contained pirarubicin of 60 mg or 80 mg with a concentration of 20 mg/mL, lipiodol was used as drug carriers, and polyvinyl alcohol (PVA) particles (Cook Medical LLC, Bloomington) were used as embolization agents. In addition, the 3F, 4F, and 5F microcatheters (Merit Maestro, Merit Medical System, Inc, Utah) were used in both DEB-TACE and cTACE operations.
Treatments
All the DEB-TACE or cTACE procedures were conducted in the digital subtraction angiography room in our hospital. Each patient with HCC received assessment of the targeted tumor by triphasic computed tomography (CT) or magnetic resonance imaging (MRI) according to the Milan criteria. 16, 17 The tumor supplying vessel was identified by hepatic angiography, then the femoral artery was punctured using Seldinger technique, and 3F, 4F, and 5F microcatheters were catheterized for embolization. Subsequently, the mixture of CSM for DEB-TACE or the mixture of chemotherapy drug solution, lipiodol, and PVA particles for cTACE was infused into the tumor supplying vessel through the microcatheter by pulse injection. Right after the flow of contrast agent stagnated, the embolization was stopped. After procedure, the microcatheter was pulled out, and the wound was pressed for hemostasis and then bandaged. In addition, the angiography was performed for another time to detect if there was incomplete embolization.
Postoperative Treatments
Postprocedural treatments were as follows: All patients were told to lie on one side and extend the punctured leg for 6 to 12 hours; and patients with postoperative pain were treated by pethidine.
Evaluation of Efficacy and Safety
Evaluation of treatment response was performed at month 1 (M1), M3, or M6 after DEB-TACE or cTACE treatment by enhanced CT or MRI examination. The evaluation criteria of treatment response were in conformity with the modified Response Evaluation Criteria in Solid Tumors, which were defined as follows: (1) complete response (CR): the disappearance of any intratumoral arterial enhancement in all target lesions; (2) partial response (PR): at least a 30% decrease in the sum of diameters of viable (enhancement in the arterial phase) target lesions; (3) stable disease (SD): the cases that did not qualify as a either PR or progressive disease (PD); (4) PD: the increase in diameter of targeted tumor (with arterial enhancement) !20% or existence of new tumor. Moreover, objective response rate (ORR) was defined as the percent of patients who achieved CR or PR, and disease control rate (DCR) was defined as the percent of patients who achieved CR, PR, or SD. Liver function indexes (ALT, AST, ALP, TBIL, ALB, TP, and TBA) which were measured at baseline (M0) and M1 after treatment and adverse events that occurred during DEB-TACE or cTACE operation and hospitalization were used to assess the safety profiles.
Patients were followed up by hospitalization or phone calls, the median follow-up duration was 12.7 months (range: 1.0-33.0 months), and the last follow-up date was March 12, 2018 . Both PFS and OS were used to evaluate the survival profiles. The PFS was calculated from the time of treatment to the time of disease progression or death, and OS was calculated from the time of treatment to the time of patient's death.
Statistical Analysis
Statistical analysis was performed using SPSS 19.0 software (SPSS Inc, Chicago) and GraphPad Prism 6.01 software (GraphPad Software Inc, San Diego). Data were expressed as count (percentage), mean (standard deviation) or median (25th-75th quantiles). Comparison between 2 groups was performed by w 2 test, t test, or Wilcoxon rank-sum test. Factors affecting ORR (M1) were determined by univariate and multivariate logistic regression analysis, and the multivariate logistic regression analysis was performed using forward stepwise (conditional) method, while the univariate and multivariate logistic regression analyses for ORR of M3 and M6 were unable to carry out due to fewer patients with treatment response assessments. Survival analysis was performed using Kaplan-Meier method and log-rank test. Factors affecting PFS and OS were determined by univariate and multivariate Cox proportional hazards regression analyses, and the multivariate Cox proportional hazards regression analysis was performed using forward stepwise (conditional LR) method. P value <.05 was considered significant, and the significant results are shown in boldface.
Results
Baseline Characteristics of HCC Patient log
As depicted in Table 1 , mean ages in DEB-TACE group and cTACE group were 57.6 (11.3) and 54.9 (10.7) years, respectively (P ¼ .300); the number of males and females were 31 and 5 in DEB group and 33 and 4 in cTACE group, respectively (P ¼ .689). Thirty (83.3%) patients and 6 (16.7%) in DEB-TACE group as well as 30 (81.1%) patients and 7 (18.9%) in cTACE group were at Child-Pugh stages A and B, respectively (P ¼ .803). As regard to BCLC stage, 9 patients (25.0%), 17 (47.2%), and 10 (27.8%) were at stages A, B, and C in DEB-TACE group, and 13 patients (35.1%), 18 (48.6%), and 6 (16.3%) were at stages A, B, and C in cTACE group, respectively (P ¼ .203). Most importantly, ECOG performance score was higher in DEB-TACE group compared to cTACE group (P ¼ .044); and median RBC (P ¼ .020) as well as Hb (P ¼ .011) were decreased while median ANC (P ¼ .002) was increased in DEB-TACE group compared with cTACE group. In addition, the percent of patients with cTACE treatment history in DEB-TACE group were larger than that in cTACE group (P < .001). Other baseline characteristics between 2 groups were displayed in Table 1 .
Treatment Response in DEB-TACE Group and cTACE Group
The ORR of patients was elevated in DEB-TACE group compared to cTACE group at M1 (68.0% vs 39.3%, P ¼ .037), M3 (100.0% vs 62.5%, P ¼ .011) as well as M6 (100.0% vs 57.1%, P ¼ .029), and DCR of patients was also increased in DEB-TACE group compared with cTACE group at M3 (100.0% vs 75.0%, P ¼ .037; Table 2 ). As for treatment responses of nodules, there was no difference between 2 groups at M1 or Comparison between 2 groups was determined by w 2 test. P value <.05 was considered significant, and the significant results are shown in boldface. "-" indicated that the data were unable to be compared due to lack of events.
M6, while at M3, ORR was elevated in DEB-TACE group compared to cTACE group (100.0% vs 62.5%, P < .001; Table 2 ).
Univariate and Multivariate Logistic Regression Model Analyses of Factors Affecting ORR (M1)
Univariate logistic regression model analysis was applied for analyzing factors affecting ORR (M1), which indicated that DEB-TACE was associated with higher possibility of achieving ORR (M1; P ¼ .040, Table 3 ). All factors were further analyzed via multivariate logistic regression model with forward stepwise (conditional) method, illustrating that DEB-TACE was an independent factor for predicting higher possibility of ORR (M1) achievement (P ¼ .045, Table 3 ). As to analyses for factors affecting ORR at M3 and M6, the univariate and multivariate logistic regression were not carried out due to fewer events with treatment response assessments.
Comparison of PFS and OS Between DEB-TACE Group and cTACE Group
K-M curves and log-rank tests disclosed that PFS was more prolonged in DEB-TACE group (25.1 months, 95% CI, 22.0-28.3 months) compared to cTACE group (21.8 months, 95% CI, 17.3-26.2 months; P ¼ .023, Figure 1A) , while OS between DEB-TACE group (26.3 months, 95% CI, 23.0-29.6 months) and cTACE group (23.9 months, 95% CI, 19.2-28.6 months) was similar (P ¼ .106, Figure 1B ).
Univariate and Multivariate Cox Proportional Hazards Regression Model Analyses of Factors Affecting PFS
Univariate Cox proportional hazards regression model was applied for analyzing factors affecting PFS, which revealed that DEB-TACE was correlated with better PFS (P ¼ .030), while higher Child-Pugh stage (P ¼ .045), CEA abnormal (P ¼ .021), and CA199 abnormal (P ¼ .002) were associated with worse PFS (Table 4) . Multivariate Cox proportional hazards regression model analysis using forward stepwise (conditional LR) method was further conducted with all factors included, which suggested that DEB-TACE did not affect PFS, while CA199 abnormal (P ¼ .008) was an independent factor for predicting poorer PFS (Table 4) .
Univariate and Multivariate Cox Proportional Hazards Regression Model Analyses of Factors Affecting OS
Analysis of factors affecting OS was performed by univariate Cox proportional hazards regression model, which disclosed that DEB-TACE was not associated with OS, and CEA abnormal (P ¼ .042) and CA199 abnormal (P ¼ .022) were correlated with worse OS (Table 5 ). All factors were further analyzed in multivariate Cox proportional hazards regression model using forward stepwise (conditional LR) method, and it showed that DEB-TACE did not affect OS, while CA199 abnormal was an independent factor for predicting poorer OS (P ¼ .006, Table 5 ).
Comparison of Liver Function Indexes (M1) and Their Changes (M1-M0) Between DEB-TACE Group and cTACE Group
The percent of patients presented with TBA !2 upper limit of normal (ULN) at M1 in DEB-TACE group was increased compared to cTACE group (34.5% vs 7.1%, P ¼ .011), while no difference of other liver function indexes between 2 groups was observed (Ps > .05, Table 6 ). In addition, there was no difference of liver function index changes from M1 to M0 between 2 groups either (Ps > .05, Figure 2 ).
Comparison of Adverse Events Between DEB-TACE Group and cTACE Group
No difference was discovered between DEB-TACE group and cTACE group regarding percentages of patients with pain (P ¼ .467), nausea/vomiting (P ¼ .620), or rise in blood pressure (P ¼ .307) during treatment, as well as proportions of patients with pain (P ¼ .515), fever (P ¼ .429), or nausea/vomiting (P ¼ .978) during hospitalization ( Table 7) .
Discussion
In the current study, we discovered that (1) DEB-TACE using CSM was associated with better treatment response and was an independent factor for predicting higher possibility of ORR achievement; (2) DEB-TACE using CSM was associated with longer PFS; (3) percent of patients with TBA !2ULN in DEB-TACE group was higher than that in cTACE group; and (4) no difference of adverse event incidences was found between 2 groups.
The DEB-TACE is a novel type of TACE that uses microspheres as both carriers and embolization agents. 18, 19 A metaanalysis reveals that DEB-TACE using other microspheres (including DC bead or HepaSphere) achieves higher ORR compared with cTACE in patients with HCC, implying the better treatment response of patients with HCC to DEB-TACE over cTACE.
14 As for CSM, it is the first microsphere developed in China used for DEB-TACE; according to an animal experiment, it produces higher concentrations of doxorubicin in targeted tissues while lower concentrations of doxorubicin in plasma than that of cTACE. 20 Meanwhile, the treatment response between DEB-TACE using CSM and cTACE is also compared in patients with HCC in a retrospective cohort study, which reveals that compared to cTACE, DEB-TACE using CSM elevates ORR, DCR, and percent of patients with CR, while decreases percent of patients with PD at M3 and M6 posttreatment, indicating that patients with HCC who received DEB-TACE using CSM achieve better treatment response compared to those who received cTACE. 15 In the current study, similar results that ORR of both patients (at M1, M3, and M6) and nodules (at M3), as well as DCR of patients (at M3) were increased in DEB-TACE group compared with cTACE group were observed; what's more, DEB-TACE using CSM was an independent factor for predicting higher possibility of ORR (M1) achievement. The possible explanation might be that DEB-TACE displays a couple of advantages over cTACE, including more constant drug release to tumor tissues, which make DEB-TACE using CSM presents with better efficacy on reducing diameters of tumor tissues than that of cTACE. 18, 21, 22 Several studies compare the long-term survival between patients with HCC who receive DEB-TACE using other microspheres and patients who receive cTACE, some of which reveal that DEB-TACE improves survival compared with cTACE, while other studies discover that DEB-TACE does not provide Figure 1 . PFS as well as OS in DEB-TACE group and cTACE group. PFS in DEB-TACE group was longer than that in cTACE group (A), while OS between 2 groups was of no difference (B). Survival analysis was performed using Kaplan-Meier method and log-rank test. P value <.05 was considered significant, and the significant results are shown in boldface. PFS indicates progression-free survival; OS, overall survival; DEB-TACE, drug-eluting bead transarterial chemoembolization; cTACE, conventional transarterial chemoembolization.
survival benefits over cTACE; as to DEB-TACE using CSM, it hasn't been compared with cTACE in patients with HCC until now. 13, [23] [24] [25] [26] Therefore, whether DEB-TACE is more effective than cTACE in improving survival of patients with HCC remains controversial, especially for DEB-TACE using CSM. To clarify, we conducted the current study, which illustrated that PFS was more favorable in DEB-TACE group compared to cTACE group, and univariate Cox proportional hazards regression model analysis disclosed that DEB-TACE using CSM was associated with better PFS in patients with HCC. Our results might be explained by that, as previously described, CSM presents with high drug-loading efficiency, and DEB-TACE itself provides more constant drug concentration in tumor tissues than that of cTACE, which necrotizes the tumor tissue more effectively, thereby alleviates clinical symptoms while improving treatment response and subsequently Abbreviations: AFP, a-fetoprotein; ALB, albumin; ALP, alkaline phosphatase; ALT, alanine aminotransferase; ANC, absolute neutrophil count; AST, aspartate aminotransferase; BCLC, Barcelona Clinic Liver Cancer; BCr, blood creatinine; BUN, blood urea nitrogen; CA199, carbohydrate antigen199; CEA, carcinoembryonic antigen; cTACE, conventional transarterial chemoembolization; DEB-TACE, drug-eluting bead transarterial chemoembolization; ECOG, Eastern Cooperative Oncology Group; Hb, hemoglobin; HB, hepatitis B; PLT, platelet; TBA, total bile acid; TBIL, total bilirubin; TP, total protein; RBC, red blood cell; WBC, white blood cell; ULN, upper limit of normal. a Data were presented as P value, hazards ratio (HR), and 95% confidence interval (CI). Factors affecting progression-free survival (PFS) were determined by univariate and multivariate Cox proportional hazards regression analyses with forward stepwise (conditional LR) method. P value <.05 was considered significant, and the significant results are shown in boldface. "-" indicated that the value was unable to be calculated due to lack of events.
prolonging PFS in patients with HCC. 15, 20, 27 In the current study, we also found that the OS between 2 groups was similar, which might be due to that the relatively small sample size decreased the statistical power, and OS was affected by so many factors that decreased the influence of TACE option (DEB-TACE vs cTACE) on OS. Meanwhile, we observed that CA199 abnormal was an independent factor for predicting poorer PFS and OS, which is also reported by many other studies. [28] [29] [30] As CA199 is highly expressed in tumor tissues in various cancers, it is reasonable for CA199 being served as a biomarker for predicting worse prognosis of patients with cancer, including patients with HCC. [31] [32] [33] As to liver function indexes, they are routinely measured for monitoring liver injury in patients with HCC who receive TACE treatment. 15, 24, 34 Most of the studies find that DEB-TACE by other microspheres is similar to or better than that of cTACE in terms of liver injury postoperation; moreover, an interesting study compared the liver function indexes between Abbreviations: AFP, a-fetoprotein; ALB, albumin; ALP, alkaline phosphatase; ALT, alanine aminotransferase; ANC, absolute neutrophil count; AST, aspartate aminotransferase; BCLC, Barcelona Clinic Liver Cancer; BCr, blood creatinine; BUN, blood urea nitrogen; CA199, carbohydrate antigen199; CEA, carcinoembryonic antigen; cTACE, conventional transarterial chemoembolization; DEB-TACE, drug-eluting bead transarterial chemoembolization; ECOG, Eastern Cooperative Oncology Group; Hb, hemoglobin; HB, hepatitis B; PLT, platelet; RBC, red blood cell; TBA, total bile acid; TBIL, total bilirubin; TP, total protein; ULN, upper limit of normal; WBC, white blood cell. a Data were presented as P value, hazards ratio (HR), and 95% confidence interval (CI). Factors affecting overall survival (OS) were determined by univariate and multivariate Cox proportional hazards regression analyses with forward stepwise (conditional LR) method. P value <.05 was considered significant, and the significant results are shown in boldface. "-" indicated that the value was unable to be calculated due to lack of events.
patients with HCC who receive DEB-TACE using CSM and patients who receive cTACE, which subsequently suggests that ALT, AST, and TBIL levels are decreased in patients receiving DEB-TACE using CSM compared to those receiving cTACE. 15, 24, 34 In the current study, most of liver function indexes between 2 groups were similar, indicating that DEB-TACE using CSM does not cause long-term liver injury compared with cTACE. Whereas percent of patients with TBA !2ULN in DEB-TACE group was higher than that in cTACE group. The possible reason might be that percent of patients with cTACE treatment history was larger in DEB-TACE group compared with cTACE group, and patients who had cTACE treatment history are more easily to have their liver injured during TACE treatment compared to those who had no cTACE treatment history; therefore, percent of patients with TBA !2ULN in DEB-TACE group was higher than that in cTACE group.
A few studies assess the safety of DEB-TACE using CSM in patients with HCC, which disclose that postembolization syndrome (including pain, fever, and vomiting) was the most common adverse events, most of which are mild and manageable postoperation, implying the good safety of DEB-TACE using CSM in patients with HCC. 15, 27 Partly in line with these studies, adverse events in the current study included pain, nausea/ vomiting, rise in blood pressure as well as fever, and the incidences of these adverse events between DEB-TACE group and cTACE group were of no difference, implying that DEB-TACE using CSM was equally safe compared to cTACE in treating patients with HCC. However, the incidence of pain in our study was relatively lower than that of a previous study, which might Abbreviations: ALB, albumin; ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate aminotransferase; cTACE, conventional transarterial chemoembolization; DEB-TACE, drug-eluting bead transarterial chemoembolization; TBA, total bile acid; TBIL, total bilirubin; TP, total protein; ULN, upper limit of normal. a Data were presented as median (25th-75th quantiles) or count (%). Comparison between 2 groups was determined by Wilcoxon rank-sum test or w 2 test. P value <.05 was considered significant, and the significant results are shown in boldface. "-" indicated that the data were unable to be compared due to lack of events. Figure 2 . Liver function index change (M1-M0) in DEB-TACE group and cTACE group. All the ALB, TP, TBIL, TBA, ALT, AST, and ALP changes (M1-M0) between DEB-TACE group and cTACE group were similar. Comparison between 2 groups was performed by Wilcoxon rank-sum test. P value <.05 was considered significant, and the significant results are shown in boldface. DEB-TACE indicates drugeluting bead transarterial chemoembolization; cTACE, conventional transarterial chemoembolization; ALB, albumin; TP, total protein; TBIL, total bilirubin; TBA, total bile acid; ALT, alanine aminotransferase; AST, aspartate aminotransferase; ALP, alkaline phosphatase. be due to the fact that (1) patients in the previous study are less severe than those in our study, including lower tumor distribution, smaller largest nodule size, and lower ECOG performance status, which meant that the pain threshold of patients in the previous study might be lower compared to those in our study; thus, the patients in previous study were easier to feel pain compared with those in our study; (2) percent of patients with surgery history in their study are higher than that in our study; therefore, patients in their study are more likely to be influenced by previous surgical wound, which also contributed to decreased pain incidence in our study compared to their study. There were some limitations in the current study: (1) The sample size in our study was relatively small, which might result in a lower statistical power. However, considering that CSM is a novel microsphere that was launched recently (in 2015), the number of patients who received DEB-TACE treatment using CSM is very limited; besides, those patients who lost follow-up were excluded from the study due to the lack of follow-up records. Except for the small sample size, this study was a retrospective cohort study without randomization, which might cause selection bias; hence, future study with randomized design was needed. (2) Patients in this study were mainly from South China, which might also bring in selection bias. (3) As a cohort study, some baseline characteristics were different between DEB-TACE and cTACE group, which would cause compounding factors, while we applied multivariate analysis to reduce their influence. (4) A portion of patients who lost follow-up were excluded from this study due to the lack of follow-up records; thus, treatment response was not assessed in all patients at M1, M3, and M6, this might cause selection bias; what's more, the follow-up duration was relatively short, which disenabled us to compare the long-term efficacy between DEB-TACE and cTACE. Therefore, prospective study with stricter follow-up schedule and longer follow-up duration was needed in the future. (5) DEB-TACE with different diameters (100-300 and 300-500 mm) in this study might present with different efficacies and safeties, which might cause confounding bias. However, the use of CSM with different diameters was decided by patients' characteristics, which suggested that it was unsuitable for all patients with HCC to use CSM with the same diameter.
In conclusion, DEB-TACE using CSM presents with better treatment response and PFS while equal safety compared to cTACE in treating patients with HCC.
